Background: Early initiation of breastfeeding after birth and exclusive breastfeeding through six months of age confers many health benefits for infants; both are crucial high impact, low-cost interventions. However, determining accurate global rates of these crucial activities has been challenging. We use population-based data to describe: (1) rates of early initiation of breastfeeding (defined as within 1 hour of birth) and of exclusive breastfeeding at 42 days post-partum; and (2) factors associated with failure to initiate early breastfeeding and exclusive breastfeeding at 42 days post-partum. included women-infant dyads in 106 geographic areas (clusters) at 7 research sites in 6 countries (Kenya, Zambia, India [2 sites], Pakistan, Argentina and Guatemala). Rates and risk factors for failure to initiate early breastfeeding were investigated for the entire cohort and rates and risk factors for failure to maintain exclusive breastfeeding was assessed in a sub-sample studied at 42 days post-partum. Result: A total of 255,495 live-born women-infant dyads were included in the study. Rates and determinants for the exclusive breastfeeding sub-study at 42 days post-partum were assessed from among a sub-sample of 105,563 subjects. Although there was heterogeneity by site, and early initiation of breastfeeding after delivery was high, the Pakistan site had the lowest rates of early initiation of breastfeeding. The Pakistan site also had the highest rate of lack of exclusive breastfeeding at 42 days post-partum. Across all regions, factors associated with failure to initiate early breastfeeding included nulliparity, caesarean section, low birth weight, resuscitation with bag and mask, and failure to place baby on the mother's chest after delivery. Factors associated with failure to achieve exclusive breastfeeding at 42 days varied across the sites. The only factor significant in all sites was multiple gestation.
Background
Breast milk, recommended as the best feeding option for neonates and young infants, provides many immunological, psychological, social, economic, and environmental benefits. The global recommendations of the World Health Organization (WHO) are that (1) all infants should start breastfeeding within one hour of birth (early initiation of breastfeeding, EIBF) and (2) be exclusively breastfed (EBF; only breast milk, no other liquids or solids, not even water, with the exception of oral rehydration solution [ORS] , or drops/syrups of vitamins, minerals or medicines) up to 6 months of age, then partially breastfed thereafter as part of a comprehensive complementary feeding strategy up to 2 years of age [1] . EIBF and EBF are also recommended for HIV-infected women who receive combination antiretroviral treatment regimens for prevention of mother-to-child transmission of HIV; early cessation of breastfeeding has been associated with a significantly increased risk of morbidity among older, HIV-exposed African children [2] .
EIBF is low-cost and has substantial potential to reduce neonatal and early infant morbidity [3] [4] [5] [6] [7] and mortality [8] [9] [10] . Despite these benefits, less than 40% of infants in resource limited settings are breastfed within an hour of birth [11] . Similarly, despite the recommendation for EBF up to age six months, global rates of EBF at six months of age are low [12] and EBF rates fall within a few weeks after birth [13, 14] . Identifying barriers and facilitators to EIBF and EBF is important in order to develop feasible and sustainable strategies by which to improve global coverage of these key public health interventions.
Much of the data on rates and determinants of EIBF and EBF come from national Demographic and Health Surveys (DHS) [15] [16] [17] [18] . These cross-sectional surveys are retrospective and rely on mother's recall of timing of initiation of breast feeding and duration of EBF; as such, they may not provide accurate information on either the population-based rates of, or barriers to, EIBF and EBF. To address these methodological limitations and gaps in the current global evidence-base, we conducted a secondary analysis of data prospectively collected in the multicountry, population based Maternal and Newborn Health Registry (MNHR) of the Global Network for Women's and Children's Health Research (Global Network) [19] . The objectives of the study were to prospectively investigate in low-resource global regions: (1) overall, regional, and site-specific rates of EIBF prior to one hour after delivery and EBF at 42 days post-partum; and (2) factors associated with failure to achieve EIBF and EBF.
Methods

Study design and setting
The study was conducted using prospectively collected data from 106 clusters at 7 sites in six countries participating in the MNHR, conducted between January 1, 2010 and December 31, 2013. The MNHR is supported by the Eunice Kennedy Shriver National Institute of Child Health and Human Development's (NICHD's) Global Network, a multi-site research network representing partnerships of U.S. and international investigators at study sites in Argentina, Guatemala, India (2 sites; Nagpur and Belgaum), Pakistan, Kenya, and Zambia. Detailed methods utilized by the MNHR have been previously published [19] .
Participants
Briefly, pregnant women are registered either at the earliest point of contact with the public health system or via active surveillance in the study communities ("clusters") by MNHR public health staff. The women are followed throughout pregnancy, after delivery at a perinatal follow-up visit, and through 42 days after birth to obtain a variety of maternal and infant outcomes. Study data are collected by trained registry administrators, generally nurses or health workers, with oversight by local and central investigators.
Ethics review
The Institutional Review Boards and Ethics Research Committees of the participating institutions, and the Ministries of Health of the respective countries approved the MNHR. Prior to initiation of the study, approval was obtained from the participating communities through sensitization meetings. Individual informed consent for study participation is requested from each study participant. No monetary reimbursements are provided to study participants nor to the communities participating in the study. A Data Monitoring Committee, appointed by the NICHD, oversees and reviews the study at annual meetings.
Data collection procedures
Data in the MNHR include socio-demographic variables, obstetric history, and health care seeking behavior during the antenatal and postnatal periods, delivery outcomes, maternal and newborn complications, recommendations received about breastfeeding, and referrals and health status of the mother/infants. In addition to enrolment during pregnancy, two postnatal visits were conducted: the first within one week after delivery (perinatal visit) and the other at day 42 postpartum. All study data were obtained by trained interviewers who were unaware of the study hypotheses and recorded maternal responses on standardized case report forms. Data were collected and entered and edited at each study site and transmitted through secure methods to a central data coordinating center (RTI International). All analyses were performed with SAS version 9.3 (SAS Institute, Cary, NC, USA).
Statistical analyses
Outcomes EIBF was defined as initiation of breastfeeding within one hour after delivery, based on the maternal report, at the perinatal visit, of how soon after birth the child was given breast milk. Exclusive breastfeeding at 42 days of life was defined as the baby having received no other food, liquids, or substances (exclusive of medication, immunizations, ORS drops, or vitamin supplements) other than breast milk at the 6-week follow-up visit.
Analysis
We calculated the overall rates of EIBF and EBF at 42 days of life and also examined rates by global region and GN site. Because of cultural differences associated with the sites, we examined these factors by region. To assess regional differences, we grouped the two sub-Saharan African sites (Zambia and Kenya), the two Indian sites (Nagpur and Belgaum, India), and Latin American sites (Argentina and Guatemala) and considered the Pakistan site separately. The models were developed for both EIBF and EBF with covariates examined for each region or site separately.
Based on demographic factors associated with breastfeeding in the literature, we first evaluated the individual association of factors with breastfeeding using a cut-off of p < 0.1 for each region. Then using the demographic characteristics significant in at least one region as covariates, we developed a multivariable model to assess the risk of EIBF and EBF associated with each. As a final step, we developed a reduced model with only the factors that remained significant in the multivariate multivariable model and calculated point and interval estimates of risk ratios using multivariable generalized linear regression models with a Poisson distributional assumption and a log link. We used the empirical covariance matrix with generalized estimating equations to account for correlation of outcomes within clusters to assure appropriately sized p-values and confidence intervals.
For a sub-sample of the study participants, we also explored the association of the co-variables (including lack of EIBF) on not exclusively breastfeeding by day 42 for infants alive at day 42. Because many very low birthweight infants (<1500 g) were not alive at 42 days, we utilized two birth weight categories (<2500 grams, >= 2500 grams), rather than multiple birth weight categories as in the EIBF model. Additionally, the Argentina site did not participate in this sub-study. All other aspects of the modelling for the EBF analysis were the same as for EIBF.
Results
Early initiation of breastfeeding Enrollment Flow Diagram (Figure 1)
During the study period, 282,626 women were enrolled in the MNHR of which 3,508 were lost to follow-up.
There were 259,161 live infants at the perinatal followup visit. Our sample included 255,495 women who had responded to the question about whether EIBF had occurred. This included 61,232 women from the African sites (24% of total sample), 157,834 women from the Asian sites (61% of total sample) and 38,159 women from the Latin American sites (15% of total sample). Figure 2 shows the rates of EIBF at the different sites, ranging from 23.9% in the Pakistan site to 92.4% in the Zambian site.
Demographic characteristics
Overall, 84% of the mothers were 20 to 35 years of age (Table 1 ). About 24% of the population overall had no formal education; however, in the Pakistan site, 83% of women lacked formal education. Women with primary education comprised 63% in the sites in Africa and Latin America whereas in the Indian sites, 25% had primary education and 48% had secondary education. Parity greater than two was observed in 47% of women in the Pakistan site, about one-third of women in the African and Latin American sites, and only in 5% of women from the sites in India. Having an initial antenatal visit in the first trimester ranged from 3.8% in Kenya to more than 60% in both Indian sites. Rates of caesarean section were 12.4% overall and highest in the Argentina site while <2% of women in the African sites reported delivery by Figure 1 CONSORT Diagram for study and exclusive breastfeeding at 42 day sub-study caesarean section. Only 2% of women were delivered by physicians in Africa, with most women reporting nurse/ midwives, traditional birth attendants (TBAs) or family members as birth attendants. At the Indian sites, 96% of the deliveries were conducted by physicians or nurse/ midwives, as compared to 52% in the Pakistan and 72% in the Latin American sites. The remaining deliveries in the Pakistan and Latin American sites were conducted by TBAs. The rates of multiple births (1.5%) and gender ratios were similar across study sites. The low birth weight rate (<2500 g) was about 10% overall, with highest rates in the Indian and Pakistan sites. Women in the Pakistan site also reported the highest rates of newborn resuscitation, at 4.6%, and had very low rates of the baby being placed on the mother's chest (6.6%).
Factors associated with lack of EIBF (Table 2)
In the adjusted, multivariable model, the common statistically significant determinants of lack of EIBF across the regions were nulliparity, caesarean section, low birth weight, resuscitation with bag and mask and failure to place baby on the mother's chest after delivery. In the African sites, older maternal age was also associated with lack of EIBF. Across the sites, lower levels of maternal education were associated with a slight increase in lack of EIBF but results were not consistent. In the Pakistan site, EIBF was more likely if the delivery was conducted by a TBA. This association was also observed in the Latin American sites. Male babies were significantly less likely to receive EIBF in the African and Latin American sites.
Exclusive breastfeeding on day 42 of life
For a sample of the original cohort, a survey was conducted at the 42-day follow-up visit to assess factors associated with EBF. This survey was conducted for mothers who had received ANC during pregnancy whose infants were alive at 42 days postnatal. The Argentinian site did not participate. The Kenyan and Zambian sites contributed 23,056 deliveries (22%), the Asian sites contributed 66,118 deliveries (63%) and the Guatemalan site 15,597 (15%). EIBF in this subsample was slightly lower (63%) than for the entire study period (75% as reported above), but otherwise the demographic characteristics of women were similar to that of the main cohort (data not shown).
Rates of exclusive breastfeeding on day 42 of life (Figure 3)
Rates of EBF at 42 days after birth ranged from 76% to 99.5% across participating Global Network sites. The Indian sites reported the highest rates of EBF at the 42-day follow-up visit (Belgaum, 99.5%; Nagpur, 99.0%), followed by the sites in Zambia (98.7%), Kenya (85.5%), and Guatemala (84.6%). The lowest rate of EBF at 42 days after birth was observed in the Pakistan site (75.9%).
Factors associated with lack of exclusive breastfeeding on day 42 of life (Table 3) In the adjusted, multivariable model, multiple birth was a significant risk factor for failure to EBF across all sites. In the African sites, 15% of women did not EBF and the associated risk factors were lower (<20) or higher (>35) maternal age. In the Guatemalan site, 15% of women also reported failure to EBF. Factors associated with lack of EBF in this setting included: maternal age >35 years, nulliparity, LBW, resuscitation of the newborn, and lack of EIBF. Among women in the Guatemalan site, younger maternal age, lower education levels, delivery by TBAs and late initiation of ANC were associated with higher rates of EBF at 42 days postnatal. In the Pakistan site, factors that were associated with failure to achieve EBF also included maternal age >35 years, delivery by caesarean section, and nulliparity. Factors that were not significantly associated with EBF included infant gender, delivery mode and placement of infant on mother's chest after birth (data not shown).
Discussion
A major finding of our study was that the overall rate of EIBF was higher, at 75%, than has been typically reported in prior studies using DHS survey data [15] [16] [17] [18] [20] [21] [22] . We observed some site-specific variations in EIBF, with the lowest rate observed in Pakistan. Some variation in rates between sites may have been due in part to health systemwide disruptions in service delivery (e.g., floods in Pakistan, 2010; health worker strikes in Kenya, 2012). However, the lower rates of EIBF and EBF observed in the Pakistan site in the current study have also been noted in prior investigations [23, 24] . It is interesting to note that the Pakistan site differs from others within the Global Network, in that women face many additional risk factors that have been shown, in previous studies, to interfere with EIBF. These include: higher rates of women who have no formal education (83%); women with higher parity (47% parity of 2 or more); later initiation of antenatal care in the 3rd trimester (44%); higher percentage of babies who required resuscitation (5%); and the lowest rate of babies placed on the mother's chest after delivery (7%) [23] [24] [25] [26] .
Our study also confirmed several factors generally associated with lack of EIBF such as nulliparity, delivery by caesarean section, the neonate not being put on the mother's chest after delivery, multiple births, male gender (Africa and Latin America), low birth weight, and if the neonate was resuscitated. Our study supported previous research that delivery by caesarean section is a consistent barrier to EIBF, even in the absence of any neonatal condition that interferes with early initiation of breastfeeding [16, 18, 27, 28] . This is significant, as it delineates a major interventional target by which to improve EIBF in resource-limited settings [29] , especially given the recent increase in institutional deliveries and caesarean section rates, particularly in India. There is also a need to reinforce essential newborn care training and education among health workers and families, with emphasis on immediate skin to skin contact after delivery and initiation of breastfeeding within the first hour, especially focusing on low birth weight and premature babies [30] [31] [32] . It is unclear why male babies were less likely to have EIBF, but as described elsewhere, there may be cultural beliefs surrounding the birth of males that discourage immediate breastfeeding [23, [33] [34] [35] . Additionally, in some regions, such as Guatemala, cultural factors such as those related to the belief that colostrum is "dirty" can serve as barriers to EIBF. The role of nulliparity in lack of EIBF may be related to some interplay between maternal age, lack of knowledge, and cultural beliefs, but also provides a group that can be targeted for interventions to improve EIBF rates.
Our study also highlights the importance of EIBF to increase early rates of EBF, at least through day 42 of life. Edmond et al demonstrated that EIBF has the potential to save 22% of neonatal deaths and 16% of all infant deaths [8] . Lack of EIBF may, in particular, be related to an increased risk of mortality due to infection [5, 8, 36, 37] . In our study, lower birth weight is a risk factor for both lack of EIBF and has also been associated with mortality risk. With increasing survival of lower birth weight babies in resource limited settings, interventions to improve EIBF rates should be considered. Our results also highlight the fact that sicker and/or smaller babies are more likely to have feeding problems overall, including inability to initiate early breastfeeding, than their heavier and/or healthier counterparts. And yet, the relationship among birth weight and infant illness is not straightforward; exposure to breast milk may be even more crucial for reduction of morbidity and mortality outcomes, including infection, among the most vulnerable newborns [38] . These complex, multi-factorial, bi-directional associations among infant birth weight, gestational age, delivery complications, maternal characteristics, breastfeeding, and morbidity and mortality outcomes should be further investigated.
The factors associated with lack of EBF were less consistent across the regions than the factors associated with failure to achieve EIBF. The only factor that was significant in all regions for EBF was multiple gestation. However, many of the other factors examined had a significant relationship in sites in one or more regions and points to the necessity to understand this issue in the local context. For example, in Guatemala, several factors including low education, being delivered by a TBA, and starting prenatal care late were protective against failure to achieve EBF at 42 days. Research to understand regional differences in EBF is therefore important. There are several plausible explanations why our EIBF and EBF rates are higher than in other studies. First, sites in the current study have been part of the Global Network for a number of years [39] [40] [41] [42] [43] [44] [45] [46] [47] [48] [49] [50] [51] [52] [53] [54] [55] [56] [57] . These sites have participated in a variety of cluster-based randomized trials to improve maternal and neonatal health including: training of community-based health providers in essential newborn care [46, 47] ; Emergency Obstetric and Newborn Care [48, 49] ; Helping Babies Breathe neonatal resuscitation training [50] [51] [52] ; complementary feeding [53] [54] [55] and antenatal corticosteroids [56] . In addition to the MNHR itself, several site-specific efforts have focused on improving case-finding and reporting for a variety of maternal and newborn outcomes [47, 58] as well as improved description and classification of facility-based and lay health services [59] . As a result of exposure to these maternal and newborn health care initiatives, it is likely that there is heightened awareness of women, health workers, community opinion leaders, and family stakeholders in these settings about the importance of EIBF and EBF for 6 months.
Second, since data on EIBF is collected shortly after birth, and assessment of EBF occurs on day 42 post-partum, this likely reduces the risk of maternal recall bias, which may have impacted results from cross-sectional DHS surveys and other similar studies. We believe that our data are representative of our communities because the MNHR has high rates of consent, low rates of lossto-follow up, and well defined variables such as antenatal, delivery, newborn/infant morbidity and mortality, and maternal outcomes.
There are several important strengths of our study. First, we prospectively determined rates of EIBF and EBF at 42 days in a large cohort of women and their babies at 7 sites in 6 low and middle income countries. Second, we prospectively collected data on barriers to EIBF and EBF in a standardized manner, by trained health workers, over a four-year period. Limitations of our study include our reliance on maternal recall about precisely when they initiated breast feeding, although this information is collected within hours or days of birth, not at variable times over months and years. Our rates of EBF at 42 days are based on maternal report using a 24 hour recall method; we did not confirm these maternal reports via observations. In addition, we did not differentiate between "predominant" and "exclusively" breastfed-it is possible that some women may have mistakenly reported that their baby was exclusively breastfed when they were predominantly breastfed. Finally, rates of EIBF and EBF may have been overestimated, particularly if mothers provided a desirable response to the breastfeeding questions because they were familiar the data collectors, and/or had a desire to provide socially appropriate responses [60, 61] .
A recent systematic review noted the paucity of highquality data for the "understanding of the independent or combined effects of early initiation and breastfeeding patterns" [36] . We believe that our large, prospective, population-based study of live born neonates at seven sites in Africa, Asia, and Latin America adds to the global evidence-base about risk factors and outcomes of lack of EIBF and EBF. Our study provides an evidence base for specific barriers, within particular global settings, that should be targeted by interventions to improve rates of EIBF and EBF.
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